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Small animal models of AIDS would be very valuable to study different aspects of the disease. The infection of SCID mice reconstituted with human hematopoietic cells offers some advantages to study HIV-1 replication and the loss of lymphoid cells. 13 However, a multi-organ disease does not develop in HIV-1-infected SCID mice. Expression of HIV-1 genes in transgenic (Tg) mice has also been used to develop models of various individual HIV-1-induced pathologies.
14 In these Tg mice, the target cells expressing the HIV-1 gene product(s) appear to be critical for the development of pathological lesions similar to those found in humans. For example, we constructed Tg mice expressing the complete HIV-1 coding sequences in neurons 15 or in oligodendrocytes. 16 These mice developed respectively neuropathies and vacuolar myelopathy very similar to those found in HIV-1-infected individuals. However, Tg mouse lines developing a relevant multi-organ AIDS-like disease have not yet been produced. To overcome this problem and to develop a more relevant model of AIDS, we decided to express the complete HIV-1 coding sequences in the same cells of Tg mice as those infected in HIV-1 positive individuals, namely in CD4 + T cells and in CD4
+ cells of the macrophage/monocyte/dendritic lineage. We used the regulatory sequences of the human CD4 gene (hCD4) 17 to express the HIV-1 genome. Interestingly, these CD4C/HIV WT Tg mice developed a severe AIDS-like disease leading to early death. These mice were small ( Figure 1A ), showed wasting and had diarrhea. The most obvious pathological changes were observed in lymphoid organs (loss of architecture, hypocellularity, fibrosis) ( Figures 1B and  2B ), in kidneys (marked atrophy, cortical sclerosis, tubular atrophy) ( Figures 1C and 3 ) and in lungs (interstitial pneumonitis, but no air-space disease) (not shown). Cells expressing the transgene were observed in all lymphoid organs, including the spleen (Figure 2A ). In addition, the number of RANTESexpressing cells was significantly increased in these Tg mice (not shown). These multi-organ changes are very similar to those found in individuals, especially children, with AIDS, 1, 3, 4 suggesting that several aspects of the human AIDS pathogenesis can be modeled in rodents. Work evaluating the effects of individual HIV-1 genes in the development of this syndrome is currently in progress.
